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(54) imom] 7u-;Pxh^tFPeu>>>«i^fr 

(57) 

mmi^^m. xf^t^h. mm. m&^. mnm. 



Y^f4N = N, N = C(R^), N(R*)-C03?.(4C(R^) 
= C(R^) (^tf,^ r3^ R^SU^R^ttl^-Xfi^ 

7^£o-r7K*iC^X(4®»T/w=3e/v«^^-r) Sr^-To ] 



m^m 1 ] ^ 



^;V^y/S^^L. Y'(iNX(4C(R^) (^^^ 

Y^i4N = N, N = C(R^), N(R*)-COXf±C(R^) 
= C(R^) (^tf, R^ R*, R^SU«R^t4ll-Xt4M 

[0 0 0 1] 

ifCorticolropin Releasing Factor (CRF) ^^iH-^b 

[0002] 

(Science, 213, 1394-1397, 1981;J. Neuro 
sci., 7, 88-100, 1987) , h U :^\cM-r ?> 
®^'«WS»J^*fcLrv^5rt;as^I^S^^TV^5 (Ce 
11. Mol. Neurobiol., 14, 579-588, 1994; Endocrino 
1. ,132, 723-728, 1994; Neuroendocrinol. 61, 445-45 
2, 1995)„ CRFi*!S*Ta5-TSfr-iiJW^^i(hLT 

(in CorticotropinReleasing Factor: Basic and Clin 
ical Studies of aNeuropeptide, pp 29-52, 1990) „ 

TS^»*7 y hRXllEny yhKCRF ^mmiHR^ 

-t^tmyy hTT^mm-^ (Pharmacol. Rev., 43, 4 
25-473, 1991; Brain Res. Rev., 15,71-100, 1990) /jS 

mm^ti^o -r^it^h. cRF\mmTn-Tmi^-w\ 

[0 0 0 3] CRF i.t'^m-i 1 9 9 1 -Efi Owens 

RV Nemeroff ©Elft (Pharmacol. Rev. , 43, 425-47 
4, 1991) i::^tfebt^TV^6o -t^ii^h. ^ 



mmtx^in^/u. mmm. m^st. m»m. 

%CRF;5SP-^LTV^5r fc;S3|g^$^TV^5 (Brain 
Res. 545, 339-342, 1991; Ann. Neurol. 31, 48-498, 
1992; Dev. Brain Res. 91, 245-251, 1996; Brain Re 
s. 744, 166-170,1997) r t i 9 . C R F gig^ttSi* 

\t^tihmm(DmmmtLx^MX'h^. 

[0 0 0 4] 

m^m^ x/ui-Ay. mmm. mfk^. Em'$m. mtm 

[0 0 0 5] 

h7t Yti\£^)iyymmwK-^^^xmMMm\^fz.^^. 

CRFS*frl-SiV^||fPtt^^-rT!J-/V7^ h7t Kn 
[0 0 0 6] i^T. *IIBj1^fft?^-r5o 

[0 0 0 7] Tias: [1] 

[0 0 0 8] 

[^k2] 



[0 00 9] Ktfj^ ArH:73i-/W*, Bi^:7a:r:^/V 

y v'/sxtt^/vsj^y y»Sr^b, Y'{iNx«c(R^) 

(S(t>, R^i47l<*II^Xim«Tyv=3r/i.s^^-f-) ^ 
Y^-Y^}4N = N, N = C(R^), N(R*)-CO 
Xf4C(R^) = C(R^) (S;(p, R^ R*. R=.&tJ5R^tl 

m-x]imfiir>xii^mw,^xn.>&m.r>v^fvm^m-r) 

^s^-To ] -e^^tLsry-/px b7t KDt°y v=vfi 

[0 0 10] ^^BI3l!^c4o^^T. A r «aM4gi4 4fjAX 

h y 7/V::rP y ^/VS;?!^ e^ttfti-jlW ^ ^fc 1 ~ 3 f@(7) 
7in=i/V£, 3-7/1^:^^7 0;=^/^^, 4-7/V:^d7 



-2- 



3--ftl^y:i,:=./Vm. A--fu^y:r.=:-;Vm. 2"^ 

y:^^)vm^ 3, 5--:yy/V:ttiy x.=.ji-m. 2,A-iy 
y;U::tny:c=:-;l^m. 3 , 4 - v?^' d d 7 ^^/PS. 3, 
5--^'^DD73;:^/I^S, 3-\']}7/l^:^'Oyi^/Uy^ 

m^(Dmm i ~ 5 ror/k^/ksir^ ^j;t ^ 

M*» 1 ~ 5 «T;wdf ;p£ci 1 fiXd 2 fli-eam$tb/c 
9^/VT5/*. v?:K^/l'T5/a, 7" 

*iJic^. ^mmi-xii3 <ymM.^^^^-r. \mcr)v=^*r 

X4H' N X' 



(1) 



[0014] XSA : 4 -Xti 5 -T U -/V- 1,2, 
3, 6-7^b7t KDf y v?y^«f^ (1) ^/Ncy^- 
fb'^^DSS«l«#: (2) tii«©#*TXt4^#*ft. 

(3) ?r»5o h y ai^/ur 5 

v'-ryT'ntVVjr-^^yVT?^, t-y v'^^cDT^V- 

^W:r Y y a, wm.fi y 'i'-^, ^s^*^^ b y 



5„ f6»T;^:^r;^^3^-Stttil:««Xtt^^|ll^«^^«M* 
l:l~5®T/v^/vf-:tSSr73^L. 

-f y-o-^/v^^fS/i^T-feSo 

[0 0 11] Sfc. *IS?f!(i*3(t5IS^±rF*$ti5m 
if t roit/i if -efeSo 

[0 0 12] 

\W^n9M<n>jm\ ^ [1] rofli-^t;}*, KT<75Xm 

Ar, R\ X\ X^', X^', Y\ Y^S.U5Y3tt 

««l~5(©T/^=^;^a*^1-;5^ ^^^PS-fS^^M 
^t*til, 2-3i^I/y>':t=3evaX}±l, S-T^nfc" 

4f4X(±5f3i©lWl-^*r'fe9. X*J±S«JS^, 

[0 0 13] 
[{li3] 



r/W. -rh^tKnyy^-, i?:#drf-V, 1,2 
[0 0 15] 

[^b4] 
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^ ^1^„^?.'<- 



[0 0 16] ^iS'-yVfl^fr (5) [tiSnyv^k-^xn 

HR^fr (2) tb°-<P v?yRiSflt (4) ^M»tL 

[0 0 17] X@B : >r^-/Wf|^f2^ (5) (i^ffitt^ 

m^p. mtmm-r^^tici:'^x^vymm# (e) ^ 
set!*. Mx.ttmfe\ ^f[:*?g^s mm^<Dmm 

[0018] xgc : h ymmw ( 6 ) r y -/w 
(7) i:^«w^;5^6»ibn2>Ty-/v^mm 
t^ffitt^lK4'-esjS$*Tr/i'=^-/Hl:-^^ (8) ^ 

^/uy^iJ'A, 7ai::^>'uy^^7i>., y^e/Ai^^yT'p 
tv^r5 K#ro*«y^'>i.'fb-g-fe#T'fcS, 

>?3i-=^f-^^, 1, 2 b^v':ii^^>-^CO:ii-X 

/VS. Mx.if^^f-^'. ^:xif:/. h/v:i^>'. drv^i^:^ 
[0 0 19] X@D : T/V3-/VRSfr (8) 

Stt*j4=TSJS-r5^t(cJ;or*|giKft^t) (3) ^ 



(4;. Xi±T/Vr:-/v«^fls (8) co*fe'S&/^^.^^>ig 
h y^^/l'T?^', v^-ryy'n tVV3^9^/kT$ 

tfyv'v, 4-v'7«'5"/vr5y f yi^v^or^vs, 
fy;t«^B^^ b y A, y iJ^A, ^^Tfci^-j- h y 
^'A. y ?r A. h y -j^A. im\t-r 

Y y 5^ h y AT 5 K. y ^ 
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T^V-. iz-f yyi3fcVV:t^/VT5 t'lJi/V-, 1, 
8 -i/Tf-' t'v-i^ n [5. 4. 0] - 7 - '^i/T'-fe^/^wr 5 

h y ^j^. iMmT^m^ y ^-^^ *^<t;-^- h y ^^a, * 

[0 0 2 0] 

T;v^>W-e--)w. /-^-^^y^-iW. /NVf^i^bvltie 

njtjiiL, Jiistt, ii§i5^i'«, ^m. 

[0 0 2 1] 



[0 0 2 2] mmm i 

6 -14 - (4 - ^ ti ti y :r.=./V) - 1 , 2, 3, 6-7^ h 9 

t Kn t°y 1 — f/v]-2 -y5^/t— 9 -(2 -y 
^/v^::^- 4 --r yT'n tVv73^=/v)7°y vo-a-^ 
6-^nn-2-^ ^/V- 9 - ( 2 - 7« "^^/V^::^- 4 - 
4 V-fxi\f>vyz^=:.>V)-f^) :/204mgt4-(4-;^ 
1,2,3,6— rh7t Kn t°y v=^-:^ 
Sfg 2 1 2 m g idi^-f y \f}V3u^}VT 5^4. 2 m 

M^t^^ffTftiib, ^«»^^>y;?7>;^/L';«7 7 

;w=8 : 1-6 : 1) tTffiMb. S^^^^Vt-TSIS 
hbL. . 6-[4-(4-^?nn73i::^;V)-l, 2, 3, 6 
-xhyt Knfc°yi?>'-l-^/P]-2-;<5";v-9 
- ( 2 - ^ 4 -^^ y 7" n tVV7 :n 7° y V 

2 3 5 m g ^#fc„ 

[0 0 2 3] *{b^!feRU5[^«{cLr#fcft:-g-i^<o«jt 
h m\'iff- iJ' 1 [CIS Lfco 
[0 0 2 4] 
[«1] 



4 -F -P h 
3 -F -P h 
4 -CI -Ph 

3 -CI -Ph 

2 -Me -P h 

4 -F -P h 
4 -CI -Ph 
Ph 

3 -F -P h 
4 -CI -Ph 

3 -F -P h 

4 -C 1 -P h 

3 -F -P h 

4 -C 1 -P h 

3 -F -P h 

4 -CI -P h 
4 -CI -Ph 



2 -Me S 
2 -Me S 
2 -Me S 
2 -Me S 
2 -Me S 
2 -Br 
2 -Br 
2 -Br 
2 -Me S 
2 -Me S 
2 -Me S 
Z -Br 
2 -Me S 
2 -Me 
2 -Me S 
2 -Me S 
2 -Mb 



4 -i -P r 
4 -Me 
4 -i -P r 
4-i -Pr 



H N N=CH 

H N N=CH 

H N N=CH 

H N N=CH 

H N N=CH 

H N NMfi-CO 

H N NMe-CO 

H N N=N 

H N N=N 

H N C Me =C H 

6 -Me N C Me =C H 

H N C Me =C Me 

H N C Me =C Me 

6 -Me CH CH=CH 



CHCl •- 
C Ac OEt 
C I F E) 
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*1 : ( ^1 fioSEi'o 

*2 : NMR ( CDCl a) 
( 2 H, m) , 2 . 9 8 
m) , 6 . 19-6. 
3 ( 1 H, s ) . 



^T) Com. No. =ft-fr®»#„ Rec 



He X ='^-S->'„ I PE = 



pm)il.30(6H, d,J=6.8Hz), 2.56(3H,5).2. 70-Z.83 
, s e p t , J =6 . 8 Hz ) , 4 . 5 0 -4 . 6 8 ( 2 H, m) , 4 . 8 3 -4 . 9 8 ( 2 H, 
H, m) , 7. 20-7. 49(7H, m), 7. 61(1H. d.J =2. OHz). 7. 8 



: 4 8 8 ( M +1 ) 



0 ( 7 H, r 



6H, d.J =6. 9 Hz) , 2. 05(3 H, s) , 2. 3J 
2 - 7 0 -3. 8 5 ( 2 H. m) , 2 . 9 9 ( 1 H. s e p t . 
B -4 . 2 8 ( 2 H, m) , 6 . 2 4 -6 . 3 4 ( 1 H, m) , 



n/z 



I ; NMR( CDCl,) 6(ppm) ;1.93(6H, s),2.33(3H, s).2.47(3H. s),2.70-2. 
S 3 ( 2 H, m) , 3 . 8 7 ( 2 H. t . J =5 . 6 Hz ) , 4 . 1 4 -4 . 2 4 ( 2 H, m) , 6 . 1 9 -6 .2 6 ( 1 H, 
m) , 6 . 3 5 ( 1 H. s ) , 6 . 6 6 ( 1 H, d , J -3 . 7 Hz ) . 6 . 8 9 ( 1 H, d , J =3 . 7 Hz ) . 6 . 9 6 

ClH, s), 6. 97(1H, s), 7. 2&-7.44(4H, m:i . 

0 m g % 1 , 4 - v'::^-dr1^>' 0 . 8 4 m UC^« «fi 
^ 8 . 4 m 1 ?rST 1 3 B^PbMP 

[0 0 2 8] r©?i|S(C6-^i3P-2-^^;V-9- 

( 2 - 7« ^/v^:^- 4 -^^ y T'n if/vy:T.=.M 7° U v 2 
0 0 m g t v^^ y tVVJif^/VT 5 >- 5 . 0 m 1 tr* 

8:1) (^T»iSU ^f-VlCTW^S 
'ftb. 2-;<^/l'-6-[5-(2-7«^/I^73i:^/P)- 

1, 2, 3, 6-xb7t Ko fy 9- 

( 2 - frvi-ir- 4 y 7°n tv^-^ 31 -f^)V2 
4 3 m g 

[0 0 2 9] *fi:^«:s.oi^«(c L-r»fcft^«©Sjfi 

h ftttx- i5f 5r« 2 (C|H Lfco 
[0 0 3 0] 
[«3] 



[0 0 2 6] ^jf#J^S m/z;441(M-) 

2 6 -[5 -(2 1, 2, 
3, 6-X b7t Knfc°!J 1 --fyH-9-(2- 

^5";v5":t-4-^yy"ntVv73ic^;v)y"y i^C-g-jjg 
(1) N-t-7'h=3s^>':*/VJ}?rz/v-3-:^dryt°^y 
1 7 . 5 0 g ©T' h7tKny'9>'90ml ©^^S 
o-:/n^ h/Vrcy 1 8. 0 3 g t-v^^.>'^A2. 
3 5 g^^&T' h9 t Kd77>'9 Om 1 ^'r'PSL-fc^'- 

0 Om 1 ^STUfco r<©S^&^I^tl^ttiET« 

/I^=5 : 1) (CTlfKL, N- t -:7>dr<y;*/kj}f=/k 
- 3 - fc Kndf-iy- 3 _ (2 - h''-<y 
9 . 6 8 g Sr#fc„ 

[0 0 2 7] (2) N-t-7'^dfiy;*/^)^^-;^-3- 
t Knd5.v'-3-(2-^f-/V7a:r:^/V)t''-<y v?>'5 9 



2-01 4-F-Ph Me 

2 -0 2 2 -Me -P h Me 

2 -0 3 4 -F -P h Me 

2 -0 4 2 -Me -P h Me 

2 -0 5 2 -Me -P h Me 

2 -0 6 2 -Mb -P h Me 

2 -0 7 2 -Me -P h Ma 



2 -Me S 4 -i -P r H 

2 -Me S 4 -j -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 



N N=CH 13 5 

N N =C H 15 0 

N NFMe-CO 13 1 

N NMe-CO 163 

N N=N 8 1 

N C Me =C H 119 

N C Me =C Me 13 3 



.0-1 3 5 .5 ( Ac OEt -He x 

.0-13 2.0 ( Ac OEt -He x 
.5-1 6 4 -5 { Ac OEt -He x 
.0- 8 2 .5 { Ac OEt -He x 
.5-1 2 0 .5 ( Ac OEt -He x 
.0-1 3 4 -0 { Ac OEt -He x 



[00 3 1] mm'crmmimr ■ 

:^f>' KSrfflV^fclg-^SJSii^ The Journal of Neuroscie 
nee, 7,8 8 (1 9 8 7 ^F) i-ia«$ tbfcKT«;^)£T'=fr 



\. Re^c r y . Sol . -SttSSgSE. He x =-~*-!J-i'. 

S^#:)^>a®li!K : y y Vmm.&'M.^ 1 0 mMM g C 
12^1^2 mM EDTASr-^tfS OmMhyx:^SSSf 
W. (pH 7. 0) 'e*^v?-?-'f XL, 4 8, 0 0 0 X gt^- 



jtS^ 1 0 mMM g C 1 2^ 2mM EDTA, 0.1% 

ml T7'cif-=::/^^tf5 OmMh (p 
H7.0) \Z.mm\.. JKMB"ptLfc<, 
[0 0 3 2] CRFS^fl:g-a-^^:MSB"o (0.3m 
g^>'^^°^K/m 1) . I -CRF (0. 2 nM) K 

tK«m^. 2 5°CT-2B$ffM^S^*fc„ M^S^T#. 

- (GF/C) }c®3IMiiL., ;^7;^7^'/v^-^0. 
0 1 %T r i t o n X- 1 0 0 ^"^tf y ^^ff-fk^S 

[0033] ImMCR F#ftT"CSiSS:=fTo/c^® 



#f^#*IS^i:»^^#mS-&tLfc„ -JtliS (0.2 
nM) CO^^'^I -CRFt2ft*?r^X.fc««^*SrJitB» 

^125 J _ ^ R Fg^^ 5 0 %fflffl-r5«^ll»SS 
(I Cso) Sr*fefc„ 

[0 0 3 4] ^rCOlg:^, I Cgoit^^S 0 0 nMiilT^^ 
■f-fH-o-i^t LTfll -0 1 . 1-02. 1-03. 1- 
04, 1-06, 1-07, 1-08, 1-11 (ii(± 
Sltp), 2-01, 2-02, 2-04, 2-05, 
2-0 6 («±3g2tp) */c, ftSW-fli-g- 

tli:L-Tfi2-0 2^W5-t^5-et, ^rCOICsoffi 
[42 0.19 nMTfcofCo 



(51) Int. Cl.^ 

A 6 1 K 31/505 



C 0 7 D 487/04 



ABA 
AB E 
ABN 
ABU 
AC J 
ADR 
AED 
14 0 
14 4 
14 6 



A 6 1 K 31/505 



C 0 7 D 487/04 



ABA 
ABE 
ABN 
ABU 
AC J 
ADR 
AED 
14 0 
14 4 
14 6 



3Ti24#l-^ ^jEM 



-7- 



